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Figure S1. Mannitol bi-directional transport across MDCKII WT (A) and P-gp
(B) cell monolayers with and without the transporter inhibitor, verapamil; Papp
values obtained from the transport assays (C & D). Data represented as
mean+SD of three biological replicates.
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Figure S2. Mannitol bi-directional transport across MDCKII WT/EV (A) and
BCRP (B) cell monolayers with and without transporter inhibitors (Ko143 and
Ctrl); Papp values obtained from the transport assays (C & D). Data represented
as mean=+SD of three biological replicates.
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Figure S3. Mannitol bi-directional transport across MDCKII P-gp (A) and
BCRP (B) cell monolayers with and without DPV (DPV and Ctrl); Papp values
obtained from the transport assays (C to D). Data represented as mean+SD of
three biological replicates.

2



>

Cumulative digoxin transport (fmol)

B
P-gp BCRP
1000 S 1000 -o-
-#- Verapamil, Ato B £ Kold3, AtoB
= -©
800 -o Ctrl, AtoB t g O CthAtoB
% -
600 - Verapamil, Bto A 2 600 Ko143,Bto A
4 < i
B Ctr,BtoA £ & Cil,BtoA
400 2 4004
Q
2
200 ® 200
------ S
JUUTTST _TIEihiy . e E
0 T 1 ] 0 T T T T 1
0 20 40 60 80 100 0 20 40 60 80 100
Time (minutes) Time (minutes)
C . % % %k *k D
Hm Verapmil treated Hm Ko143 treated * %k k X
T 107 = Ctd * kK K ~ 107 =3 ctrl I
o | —— T * %k % %
E [
o 8 £ 8 |
© S * %
2 6 T: 6 * 1
X %k %k -
- ] x 1
& 41 =~ 44
a® *% g
£ 24 1 o 24
x -
. m— W 2 .
a oA T 0- T T
v.
(¢ (o] (o} (o]
X 0\, V’\ Q)\
F
g g
404 80 -o-
é': -e- Verapamil, Ato B ;:: Ko143,AtoB
° H o Ctrl, AtoB
2 204 -©- Ctrl, AtoB 2 s
2 ) 2 -@ Ko143,Bto A
© -#- Verapamil, Bto A g
3 5] & Ctl,BoA 3 40- = Ctr, Bto A
s s
c c
© ©
E 10+ E 20
2 2
s s
E 0 I 1 E 0 T 1 1 1 1
3 0 20 40 60 80 100 3 0 20 40 60 80 100
Time (minutes) Time (minutes)
G H
T, 47 =M Verapamil treated T, 47 WM Ko143 treated
£ = Ctrl £ = Ctrl
® 34 © 34
2 2
X 5 X o
2 g
o’ o°
i : 1-j -
2 £
Ll M G |
= 2 v = y v
0 Q;@ v.\.o Q;\'o

Figure S4. Bi-directional transport of digoxin (A) and mannitol (E) across
MDCKII P-gp cell monolayers with and without the P-gp inhibitor, verapamil;
Bi-directional transport of nitrofurantoin (B) and mannitol (F) across MDCKII
BCRP cell monolayers with and without the BCRP inhibitor, Ko143; Papp values
obtained from the transport assays (C, D, G & H). Data represented as mean+SD
of three biological replicates. * p < 0.05. ** p < 0.01. ** p < 0.001. **** p < 0.0001
(Student’s t-test).



